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Abstract of CN101014353 

This invention provides a method for treating tumor in a subject comprising administering to the subject an effective amount of: (1) VNP40101M, or its equivalent; 
and (2) a nucleoside, or a nucleoside analog. This invention also provides a method for inhibiting tumor cell growth comprising contacting the tumor cell with 
effective amounts of: (1) VNP40101M, or its equivalent; and (2) a nucleoside, or a nucleoside analog. The present invention relates to the treatment of cancer, 
comprising administering to a subject in need thereof an effective amount of VNP401 01 M in combination with a nucleoside. 



Data supplied from the esp@cenet database - Worldwide 



1 of 1 



8/12/2008 2:35 PM 



[i9] wxmmwgmRpm 

D2] &mmm$ m% 

[21] Efciff-^ 200580009262.3 



P 



[51 ] Int. CI. 
A61K 38/00 @006.01 ) 
A61K 38/04 (2006.01 ) 



[43]<£?FH 2007 ^ 8 j] 8 0 



[11] '£3$^ CN 101014353A 



[22] *ifS 2005.3.25 


[74] ^fij-ftam^ mjffC^^#f!l^sWPS#ff^^l 


[21] ffcif^ 200580009262.3 




[30] mmjL 




[32] 2004. 3.26 [33] US [31 ] 60/556 ,565 




[86] HKi#i» PCT/US2005/010152 2005. 3. 25 




[87] mW/£4fi WO2005/094282 ^ 2005. 10. 13 




[85] fflAgiRBftKBW 2006.9.22 




[71] *it a Mmm&'&n 








[72] SHflA «## m • mm m • 













[54] 

^ Cloretazine™l^^^tm^t/ 
[57] ffiH 

t^IflMMIi: (DVNP40101M, sSc^# 

iMfiW: (i) VNP40101M, Hjcjt^^tj; 
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(a) VNP40101M, m^iftVH; ft (b) g^»^tfo 

(a) VNP40101M, l&mVWx ft (b) W, ftft^ftlft. 

3, jglgWJgjfc 1 ^ 2 &fj#&, AraC (MWMm. ftM, 
RtkMfg (cladribine), Jfeffiftfc^ ( decitabine ) , ^MitlM 

(gemcitabine), SSSI^, fu£fe^' (fludarabine), 

l^ife^ (clofarabine), troxacitabine I^lglf^,, 

4, *s«^j5i* i m 2 war**, iwt«wi> sit-mmm 

5, «Wy^llU^&, ^V^OlOlMlPW^^B^i^ 

10, fi«tt*l5*8glc9W^rfe, Itfililitttieil. 

11, mmmmM 8 #J#&, ^ VNP40101M mm^J 100-1000mg/m 2 
ft AraC Klijt^ 500-5000mg/m 2 o 

12, -wmmmmmiim, %&$£&%mm: 

(a) VNP40101M, ifcWfl* fP (b) gEirtJH'Jtmj?. 

(a) WSiW VNP40101M, sRg^0M&f 5 IP (b) ^SiftlM^. 

H, ftlgft^JS* 12 s£ 13 W^rfe, &*££ttffiIH*fctf JiJ^fttf 

15, m>mm* h Mm ti> w 
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U m S * 1? M2/2M 



mm> f^sh mm% c, is^^it i 

fn»h#f« II«IJM (PSTftjRx (topotecanX 
(campothecin) fPg^X jlifli^S, H^ffi (carboplatin), WE 

fe/B (tipifarnib) (R115777), SCH66336, (erlotinibX 
pN^lf/Bit (gefitinibX ^pf^c-^-irC (gemtuzumab ozogamicinX 

16, W«l-2, 6-12 ^ 14-15 fi-JlW^fe, g^&MAo 

17, -ftffl^*, M^-Mmm^^m.^m^mmmm^ 

Mffcfflft] VNP40101M. 
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ft m % 



H1/15K 



^ Cloretazine™ W&ff^t&S 

*^iff^H^2004^3^ 26 0 $iff iff ^: 60/556, 565, 

Cloretazine™ ®%i?7 0 
Cloretazine™ fltt^MfoHftUB. 

rSffl^ « (Katzung, MiMM$MM^ > % j cMl, 1998, Appleton 
& Lange, Stamford, 881), ift^MM&^g^W^Sfc DNA 
$0WfflI#Jgf&IWfl£;& (Rajski a *P Williams, i^Wjfe, 1998, 
98: 2723 ). fcflMMBJ*, CNU (fC&g&IEfBSjR) tBitr^tefflf 
«^WM^M»E^(DeVita#,^«^, 1965,25:1876; 
*P Nissen % 1979, 43:31), ft 1 ? iS^WffJRjRW#« 

Dll^^fnff*tt^*iJ7'Sf]W«^ffl (Panasci ffiCTfl , 1977, 
37:2615; ft, Gibson Jg Hickman, 1982, 31:2795), 

S CNUs^^^W^^W^m^^n^SSfc^fa^f^^^ 

«^PZ^« l,2--(?f«)W&tjMltr^ (SHPs) *i£&7F£7 
ft* (Sartorelli ^, #J*L§IH^iJ^: 6,040,338; HS^iJ^: 
5,637,619; ^ffl^lj-^: 5,256,820; HHWJ^t: 5,214,068; H 
H^^iJ-f: 5,101,072; MH^'J^: 4,849,563; ftHS^^": 
4,684,747) 0 W07S14-tfeB^JItB^fi DNA WlilftlDjS^/^i 
(Kohn, jjffl!M^6j5M^ > Ed s- Carter^, 1981, Springer, Berlin, 
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* m 1? H2/15K 



vol. 76:141; ^PShealy^, %Mk^M$j > 1984, 27:664)o fMSMfc 

(Baril#, m&%%, 1975, 35: 1), DNA ^BrSftlfcfi (Kann 
1974, 34:398) » RNA £j»#£iPl (Kann ^, jS^ffi 
£, 1974, 34:1982). ^i^dM, DNA ^Z.^^gt^KjW^iJI^W 
(Swenson#, J Natl Cancer Inst., 1979, 63:1469) = 
1,2-- C¥fiHifc*)-l-(2-aZ.S)-2-(¥«»l*)J»(VNP40101M f 
Cloretazine™ ), SHP *f?l±JIWf«tt, M 

J.-5*CZiSMMS (CNU) ^W^SHP^Wtk, *fL1210» 
filftL^ L1210/BCNU, L1210/CTX, L1210/MEL (1,3-- (2-&£g) -1- 

P388 M109 
B16 Sf^C26 mmrnm U251 #gyiW*^«»W^*«ttCShyani 
jjjll^lffll ' 1999, 42:941), VNP40101M £|giilalfili : fp 

f$ (BBB) ^PW^^ttAWeifilM (>6.54 Xtft&J»*JE*)* tttt 
BCNU«*SW«*W(Finch^, fa^MUftl^ , 2001, 61 : 3033), 



VNP40101M fttfcJft^fCTlt&J&B^ 90CE *P«#1RKB&W#ifc. 

9oce it-^^^/ fe ^¥« 2-mz,*mmpi en, ^mm^m^ 

6, 855, 695 ^lll 1 , ffi Xd" # H tt fi^ O 6 - 4 "I ttf I i I I f 
(chloroethylator), ^Bfn£ N'^iMIift^t (Penketh ^, Hi 
ffc^ffiFJ . 1994, 37:2912; flJPenketh^, MH^, 2000, 59: 283)„ 
£ VNP40101M ##W¥£^KBg£W»J#*+ DNA #»Wf^, & 

dna * o e -mmm^^mm^m^m o'-mm^m^-mk m 
m&®m (Barii^, mmm , 1975, 35: o. 




VNP40101M 
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VNP40101M E>f&&^Ttt&&M,*to&&ffiftmfcmMRA&ft® 

mtMttnmmmtm (shyamm, mm^m\ , 28:525-7, i985 ; 

Shyam % IWfc^fflflJ, 29:1323-5, 1986; Shyam m, 

£1, 30:2157-61, 1987; Shyam MMkgEM > 36:3496-502, 1993; 

Shyam Sft&ftgjM , 39:796-801, 1996). 8*4ffi£SBS*llT: 

1. mmmfo (ip) sA&umo &jm cio 6 m«), imstm 
^1,3-- (2-mz>m) -i-mmm cbcnux »h 

MJWInltt, (20-60mg/kg, 60-180mg/m 2 ) 24 

/jN0t#.MiJmIMrtMI5 VNP40101M#/hfU^f 100%^^ (£ 

ms^eo ^) 0 m^&mmnmmm imo ^m±r±^ 
MftftM vnp4oioim mm%mm?immm'W*tfisLtiL&M% 

W#«W*S. -^J«fflS^^^WJ4 (80-100mg/kg) tfff 
£^ 50 ^^MS^&fttE^Wto 6 ^**JBJgt|*iJt 
ffl 6mg/kg/d M*W VNP40101M (MJt^J 36rag/kg) ft^f^/MI 

12-18mg/kg/d (^M*^7 72-108mg/kg) M^^M 100%„ 
ffl dxe Hg^^W^JiiSWSft^t:. <B*£M*flrF 
108mg/kg WttBt#«:Wftlfe. 

2. fflftglrtfflgr 300mg ®A U251 #£J8UR*tt&TW«. 
lOmg/kg q2dX 11 eg 20mg/kg q4dX6 MMfaW VNP40101M 

3. trtSTftteM^r 150mg WSU109 JM, 10 mg/kg q2dX 10 ^ 
20 mg/kg q4dX5 JK^ftMl^ VNP40101M SEiSTW® fflJS 

-^BS^S 14 ^EEfrfMIMi££iJ lg. 

4. iliiMtf*)^^ VNP40101M *#C^$i B16F10 MM, A 
HTB177 jffi (H460) |P WiDr ^J©&»^£M^ftfl«£teM 
i£, 10-60mg/kgWMMW&W, {fi^ffiMg^MM^ 

5. ffl&MF^IWIlMAW L1210 6lM»7 VNP40101M fa 
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&]Enm CD2F1 /hf^^T VNP40101M M^P filMM: (WBC) 
2Mfo$L%- ^rnXm^MMMM 40 mg/kg (120 mg/m 2 )»7*^ 
^WfijflL^^ <£7£ft50%). ^RJCW11l»T. 60-80 mg/kg^lj 
»W VNP40101M im 4 ^P 21 ^»J^/> WBC WiJlJ^M^ 25%^P 
15%. «L2.A^##ri£, 80-100 mg/kg ^W?M'JSM^M^ 

AWJftM'hlL £J8ff#iS so ^i^ftSE^t. 

^H^rt^T^ftM^o tl$gdX5M»BfI»m±# (IV) 
^15 3 mg/kg(18mg/ra 2 ) , £ 15 %&^WiWU?*^fefo®MWfc, 

ft 29 2/10 tojzu l M t Gffim%M. &tt'>mMmmmvfmmm 
mmmm* S3 m g /k g (dxvm&ykn&mm^m^Bm, 
ttte&M. nmmmmmgm, witit. iom g /kg(60m g /m 2 ) 

dX5 WS^J«E 15 RtiF&^SMtttomittkEM. 29 ^ftB* 

mtXift 50%^tM££«#M 30, 3i ^##JW 6 K^b^t:, 

M^^g^M*!-^ 3mg/kg MI^JtfflfeL lOmg/kg dX5 - 

saw«i>. ^ io nig/kgiiaw»29^aT3if*. 

^E^F*3ia^fW#ttfiff^:» 3, 10 IP 30mg/kg W#-^J*#E 

&ItMo l 3 mg/kg JIW«lftWStt#££S4> 21 ^ 

7M^MME« 10 fP 30mg/kg (##J3j 200 m 600mg/m 2 ) ffJitiM*/* 
f£ 0 «5e7 dX5#E&&f0.3, lfP3mg/kg&<]^JS^«tto 3 mg/kg d 

X5 W^Jfi/^^TS^^K^M, fcSJSS&afcK *te5fc*N Prfrfng 

M^nSl^^M^^g^^i^o lmg/kg(20mg/m 2 )dX5 fofflMfe 8 XWH^f 

M^4^h&«ji|SJ^#ra», |PiXWWgM6ifflMd>MJi£ii 15 

VNP40101M ffj I MlMIl ' 

!E^Wlftffl@#JH , *5EiflL*#»ttlH , *W«# c t J *Jfi7 VNP40101M 
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ifi^T 15-30 ##m±lftl»&lt, ^Ja7K¥^^ 4-6 ii 
3-305mg/m 2 o (MTD) 3j 305mg/m 2 o &&&kM&MM?& : ?7 

ft7£«#*, 6£S#JM^«£>PJ3fi. i.^fit^f4ft25-33 

Wft^^J*^ + 5 «tB5ftJflL^ft«d>^:T #7 2 a, 
flMW 1 3 to Ifl«iltt£3l 32-45 ^WKMfcfcftSI'h^ 

I JBii$9&££ MD ^H^IM 4^ (MD Anderson Cancer 
Center) ^^f Mtt^IMf^If ^IW. 28 £JIWMtl» 

Itt&illt (20£t>tt#ftfiiM (AMD. 3£#ii£W*k, l£ 

EMm&itm) m&Tfi}&% 220-708mg/m 2 fi<]^;>7ijmc MltlT 708 
mgUmm, *M*R#JW^JfiL««tt. fSS^JS^T 400mg/m 2 ftf, 

j&#iM7^ft*ir£ffi^^. &'tx pp±> 

708mg/rn 2 ^^r^ 7 1 £S#ft«iffl#!i£W*£ O80 ^) 

&mi&!kffim%Lo Sltb, £ 708mg/m 2 M*#M^f'JpTlg^-ftMs^ 
^iJW#ft ( DLT ) o ^^-ftk0#@ltriESlU 600rag/m 2 a^^M^Jfi^f if 

S5tt«St^6Sf4^iiJt« 300mg/m 2 ^ VNP40101 Jg& 28 ^ 

¥ > ^»S#Md>WMjl VNP40101M $d>7*NWJESIJIB. 

^^ffT^SW AML 0#ffiil 220mg/m 2 ^^lJig*7«P^7#liK^ffi^ 
ffl7Mgei»»L fn^ 532 mg/m^iji^TTlft AML B%&t£ 28 ^ 

B^^^7#Mffi^Mnii^7Pt c i :i ttfiai&w# 0 mmm&'ktt) 
vnp4oioim m^my^mm. aml j§#*xt£j£-^$R«i. 
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Co vnp4oioim, mmvtmx *n (2) mm^mm* 

(i) VNP40101M, » (2) «, tf&^flsltt. 

VNP40101M ^ifWM. 

flWftf/^ig&fMtfj VNP40101Mo 

#£0J«t7-M^, VNP40101M ffi-^ffiffl 

#£BJil$7-#&£#J> g&^JBS*^ VNP40101M &^JE 

fatmm (topotecanX (campothecin) flUSifX 

Of KM, -^Ifi (carboplatin)X #E&JS (tipifarnib) (R115777K 
SCH66336> (erlotinibX §##M>V (gefitinibX 

(gemtuzumab ozogamicin), fcffilTO^ VNP40101M ^g^ffr^f- 
Ififfifflc ^ VNP40101M i^^&&£ffiffiR*ii^*&fftB. 

CD vnp4oioim, mzwitmi (2) «, i»«l«o 

(1) VNP40101M, flRSWMfc; # (2) MS ^«»o 
VNP40101M - Cloretazine™ 

VNP40101M £ SHPs 4^-f+ft»5£ 0 iP*JtjfffflW, VNP40101M 
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VNP40iom m%%HfrW&*M®MB$amo ##£flltH^fJ-§: 

6, 855, 695 B2, £*rf 2005 2 J! 15 0 . SHPs tfe Rj^iM 

VNP40101Mc 

If> 3£feJS?& (cladribine), tfcMvg ( decitabine ) , ^ffife^ 
(gemcitabine), ^SW, $14^^ fl&feg (f ludarabine), K 
feffife (clofarabineX troxacitabine, fnjjcfl^ffl^-^' VNP40101M 

wmmft, ifiiiftwi^, aml w«r$w 

PWSfi^MSfertM^M^iJDNA^. aft«i#J dna m^wta 

DNA Httj&Mfl DNA i&&ffim% VNP40101M lft£fflJl#'t4o 

fttm, mnm, mm^ ^#§r«. *mm&. mm% c> 
mm u mtmm u mmm mm*, mmm^ mmmmm^ 
^m^m ammm&^ -msx m^im (R115777), sch66336, ^ 

#M> i^f«M)f > fcOTlW VNP40101M i^^iMj- 

feffiffl. ^ VNP40101M ^a*J?fe@^ttMBtffittHI»^ffl. 

^S^-ftffitf VNP40ioiii. gtffilfcfct 
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vnp4oioim mm^mnmm^m^mnmmm 
-is, mn^ffflwft^*. i&*?ww*3$au ^m^me&jt 

VNP40101M Wffiff**tt*fc'J^ffi#J§#ftSftg| 0.05mg/kg M 
^100mg/kg, ^M^o 

VNP40101M W ft i£ ^ I? fi 3j - & ft 0. 5mg/kg (17. 5rag/ra 2 ) M ^ 
50mg/kg(1750 mg/m 2 )^^ 0 &^JjU^^tm£I$*#~&^ 0.1 
mg/kg(3.5mg/m 2 )S^ 150 mg/kg (5250mg/m 2 ) US E £ , «It^ 
lmg/kg M lOOmg/kgo ^^f^ WI^pT^ 1 ^ 

£M£P«W«^li4', VNP40101M ^LU lmg/kg M 20mg/kg fitf^lj 
mt#£f$, W&^Ji lOmg/kg M 80mg/kg o £3-^C&^«77^ 
<K W^MM (Arac) Mil 20mg/kg £ 60mg/kg o 
-l^ttH^, VNP40101M ^^JS^7 100-1000rag/m 2 , [Wjftf AraC ^(J* 
% 500-5000mg/m 2 o 

mm 

*%M%m-ft&$-%Mm vnp4oioim 
vnp4oioim mnmvtmm^mnmm&itimftmmmmr*. 

%mm^ vnp4oioim ^^mmwmmmr^mm* 

tarm^m^mvEm, vnp4oioim. nmvt^mtm (t^mm) 
m^mtmmm^ &mmm&4mmm. mpi, mm 

^teAWfwt*, i vnp4oioim mmmm^nmrnmnrnm dna 
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vnp4oioim ft$mmMmw cbbb) mw^m^w^^stmm 

U VNP40101M|P AraC (MM) 

iia^lfirStt^WJ^ T VNP40101M ^ AraC m&S^ft L1210 SlfiL 
f^HM'S* fililf^i^i^#^M AraC 

vNP4oioiM a 72^0^, mmmmnftRMm.ik&%Mfe^&m\\& 

^^iSW^SSMo Jjffffl W AraC fP VNP40101M &J#cjg^ 0. 75-6nM 0 
^AraC^VNP40101M^«W ; t»JfiM (tt^»fR) S*T#flr. 

o. 75-0. 8 o. i-o. 3 mm^m^m^&wmiimmmcchou and 

Talalay, Adv. Enz. Regul. , 22, 27 - 55, 1984)o £AraC#£Wtf<ft 
Tifffr VNP40101M ff*f L1210 6Mfftl«#tt«, * 1 M^7 
CLOETAZINE AraC ^filfc/i Wtfr|WH1Mf§ = 
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m 1: L1210 ililf AraC *P VNP40101M 1 ^HfsWMM^ 



J| 0 



AraC (MM) 


VNP40101M (PM) 






0.75 


6 


0.955 


0.243 


0. 75 


3 


0.915 


0. 189 


0. 75 


1. 5 


0.904 


0. 121 


0. 75 


0. 75 


0.886 


0.089 


1.5 


6 


0. 962 


0. 246 


1. 5 


3 


0.918 


0. 221 


1.5 


1. 5 


0.918 


0. 147 


1.5 


0. 75 


0.903 


0. 122 


3 


6 


0.967 


0.271 


3 


3 


0.928 


0. 273 


3 


1.5 


0. 925 


0. 209 


3 


0. 75 


0.924 


0. 175 


6 


6 


0. 958 


0.405 


6 


3 


0.943 


0. 357 


6 


1.5 


0. 933 


0. 325 


6 


0.75 


0.925 


0.312 



mxtMMimftffimm vnp4oioim mm^mmm&^mm 
mmMMmmmfeo ntfiWii (li2io^hl-6o> mm^m 

M (Raji m Namalwa) iff ^W^^M^SIiife^Sp W 

VNP40101M o mmmmmmm%M&&femi&tf]fc% 
tfimmmm* ffimfam&&n&&% o. i-ioomm, ?mf& vnp4oioim&& 

l-100MM o ^M^VNP40101M^M^^K^mWW^M*^t/f(^ 

iffMo o. 75-o. 8 in o. i-o. 3 m^mLfrm&m^timn 
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3, VNP40101M|n kra.Ctt&tfB.ffi&}WfatriJ!frMffi& 

so^o. 2mL mmmm&Tk cpbs) + w 1 x io 6 w L1210 111 

lirt (ip) 80 KBalb/cX DBA/2 (CD2F1) Wi. #'M»l 

6 £1, 10 l?u WM^m££3t 1 ^ffl 5 lOmg/kg 

W^^M'J*VNP40101MlMrt^^^7 > £31 1, 3, 5, 7^9^- 
jg^ffisE^fWB AraC (50mg/kg, ip)„ £t£3&»§|0], iHI^Itfc 
«ft L1210 MMfeftfe 60 ^±W'hM£;ft&tt##o /*£7 
Kaplan-Meier ?L, T-« (student T-test) ^T^«£# 

HtfSI. Mtt£j5C*7P<0.05 a 

^2M^hrafW 1X10 6 ^L1210 WlttHIll^l 

T07x^'fc^aM, m^^nmmm^^ is ^F^tra Arac 

30 ^rt^Etlo y 5 lOmg/kg m VNP40101M #-M'JS 

^^ijiiJp^^##i | J 50%^90% o m.^nm^^nmm 

$CJ| 0 5 #1 lOmg/kg ft VNP40101M #n± AraC W^#3M;&n7i£lte# 
#£(J 80 100% c 3£{ttMI&MPJ! VNP40101M S«if?I7 AraC ftj&flt 
0^^: = 





£MM (%) 


P ft* 


i. mbif&u 


0 




2. AraC 50mpk 


0 




3. VNP40101M 5mpk 


50 




4. VNP40101M lOmpk 


90 




5. AraC 50mpk+VNP40101M 5mpk 


80 


0. 0024 


6. AraC 50mpk +VNP40101M 10 mpk 


100 


0. 0022 



*vnp4oioim mmMmMM'f-m.^ff 

4, VNP40101M|PEfefe^ert^#rtif[It5t^tt 
S0^0.2mL«Ka«tt4k* (PBS) * ffj 3X 10 e ft L1210 111 



Jif*I (ip) »rM 80 KBalb/cX DBA/2 (CD2F1) ittt ^ !L ^'MlMl 
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ykfrfc 6 w io p^m^mm^wmm^m^m i^msm io mg /kg 

^#.^AfFOMVNP40101MM^^^, £H l-g^W/Uc-fe 

fM^c^jM«ii&^ (70mg/k g , ip) 0 mmmm, 

«FttftLi2ioa»^#S 60 ^±ift/hiM$£^$£## 0 

T Kaplan-Meier ?L, ffl^T-»«^#fSli»fi<I^#BtfiI. M^tt^jSC* 
P<0.05 o 

* 3 M^^raf w 3xio 6 ^ L1210 ^stmrnm^mmm^^m 

ft^fefinnffith^Q 30 ^rt^EtTo ffi 10mg/kg ^1 VNP40101M if^MU* 

^^itin7^^^##?ij 40%, m^ftft%ftT&mmm?7%.$k 0 

iomg/kg w VNP40101M to±Wjmnttiftlr%lMT 90% o 
afflW^m^BJ VNP40101M M«ii§MTEiife^^^t05r« o 







pi* 


1. jfcfctffil&l 


0 




2. Fluda 70mpk 


0 




3. VNP40101M 5mpk 


0 




4. VNP40101M lOmpk 


40 




5. Fluda 70mpk+VNP40101M 5mpk 


0 




6. Fluda 70mpk +VNP40101M 10 mpk 


90 


0. 0025 



&jfifc|5, VNP40101M^n AraC&*7 AMLMft/Bit 

0. 5-4. Ogm/mVday KMSit 1-6 AraC, Vti!£ 

i&, i£ 3-4 5*c^ AraC tfjftji;^ 1. 0-2. 0gm/mVday o H 1-3 ^ AraC if 
£ J§£!5 VNP40101M 15-30 # It W ± . VNP40101M ft ftj S 
200-700mg/m 2 o fltftife, AraC <$i£Js 1 ^£g*j VNP40101M, Ilil^I 
450-650mg/m 2 , ll^W^ff. 

«M 6, VNP40101M M&ftig^ilf AML £#fttfg& 
W 10-50gm/m7day ftjMf;£ 1-6 ^#Jftg£*ra&3SfWita:&. ft 
ffiife, 5 ^l^m^fe^^M*^ 30-40gm/m7day, MMm^M 
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n m is ni3/i5K 



zm, mn> &zj5$ik*M*&&£m vnp4oioim 15-60 mmt, 

VNP40101M Mmm% 200-700rag/m 2 , tt&ife, VNP40101M MMm^) 
450-650mg/m 2 , WK, &%$&ffiftftfTo 

%mm 7, vnp4oioim *mmmw£fi aml ,m-#jMj£ 

\>X 200-800gm/M. 1-3 MPJK^#EfejSSiO 28 

faU sSc^M^^Miait^l? VNP40101M 15-60 3B+IU±, VNP40101M 
200-700mg/m 2 , {fcaSife, VNP40101M &}fflm% 450-650mg/m 2 , MM 
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